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s Wlti(traw|i 

i<3 OfSce qojBmiKiicatJon iiuiilM May 21, 2C>10 withdrew the toli<>wmg piX':\'ipi,isly 

<illsggit doiible patenting over co-pendmg application 1 1/510^280; 

alleged double paisuting over co-pending application 1 1/5 10, 498; 

alleged doable patenting over eo-pending applicatioii 1 1/51 25723 ; 

alleged double patentiiig oves" co-peiiding application i 1/512,730; 

iUlegsd dodfele patenting over co-pendmg applioatipn 1 1/512 J35; 

alleged doable patenting over US Patent Ino. 7,098, 1 90; 

claims 73~?8, 80, SI. and 9$-tm under 35 DSC 102(e) as allegedly anticipated bv 

Becker ei aL US 2007/0060538; 

claims 73-78, 80, 81 and 98-101 tinder 35 USC l Oa(e) ss allegedly anticip^ited by 
Becker et al. US 2008/0221051; 

ckiiTis 69-81 ^nd 98-100 under 35 USC 102(e) as allegedly anticipated by Becker e** 
i?/, US 2008/0249041; 
i. claims 69-81 and 9K-1 00 under 35 USG 102(e) as aliegedly aiuicipated by Becker et 
ul US 2007/007281 9; 

, claims 69-81 and 98- 1 00 under 35 USC 102(e) as .allegedly .anticipated by .Becker et 
al m 2007/0072820; 

. claims 73-78, 80, SI and 98401 under 35 USC i02(e| as aliegedly anticjpated by 
Becker «i al OS Patent No. 7.098,190; 




.Attaasev :i>i>ckei No.; E369'74H)044 

13. daims ?7, 78, 80, ^1 and 9S unda' 35 IJSC l D2(b) sllegedly anticipsted by Qui m 
at (Ciirrent; Biology Vol i 3 ;1#7- 1.7(13, 2003); 

14. cidms asd 86-101 on an assertion of obviousness y«de^ 35 USC 103 over 
Becker et al US Patent No. 7.{Ma90: Beclcer et m. US 2008/022 1 05L Becker ei ai. 
US 2008Ja24«?041, B&±&r etaLVS 2m/mm%Bmksr etal. US 2O07/O07282O, 
Becker ef ai. US 2007/006O53S and Qui tr^ al (Current Biology Vol. 13:1 6 97- 1703. » 
2003}. 

New R8l<ectjon 

The Bxam incr entered a single new rejection of all pending ciainis 1 02- 1 2 1 under 3 5 
use 1 03 as allegedly obvious ow (1) Bedcor US 3008/0249041 , (2) Becker et itl US 
2007/0072S19j (3) Beekw «i, US 2()07/0072S20> in view of (4) Xmu|> (Ejcp, Eye Res. 
Vol 73:2#l-302, 20QI) and ($): Qw ef (Cmmt Biology Vol. 13:I#74703:, 2003), 

All of Becker et Becker <;t£?/, US 2008/0249(HI , Becker <?/ a/, US 2007/0072819: and 
Becker et tiL IIS 2007/0072820 relate in part to methods of promoting wound lining in a patient 
wMich eoinprises Oie step adniinistering a tbrmuiation coroprisiiig an antisensjepoiynacleotide 
to a eoimesin protein, preferably eoiinexin 43. Additionallyj 

• BM^ere?a/..US .20QS/0M904I^ and clmms a methsKl of treating a ^abject 
having a wound, con>prising administering to thij wotn^d an arnomU of a cpnaexin 
31.1 antisense poijaiudeotide effective to promote wouiid healing, 

* B^^MiMMJtM2M£lMXi2MS. discloses and claims a metliod of treating a subj cct 
feavmg a wound, cefiipfising adrrsitiistefing to the wound an amount of a eonnexin 32 
aiitisense polynucleotide et&etivc to projnows wound iiealing. 
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* Bgcker ei al US 200 7/0072820 discloses and elaims a method of treaiing a suljiect 
liaving a v¥tmml, coBipfising admrnistering to the ^voimd ;«i amount of a comiexin 26 
as^tlseftse polynucleotide effective to promote wo^nd healing, 

Traab et aL iExp. Eye Res, Vol ?3:2.9 1 -3-02v20Di )■ investigated, corneal wound repair in 
rabbits fellowmg excimer laser ablatloii. In tlie heiEtlmg proisesfs particular atlentloo was foOBs^d 
on the epi&elram mid tbe authors repoitod tiie preseiace of botli comie,xio 26 and connexiii 43 . 
Cpni?exin43 was igm^ also m eorrteal kerai(.>c5.1;es ami endotheHal cells. Aecoi-dipg to tlie 
publicatioRj both connexins were ej!Ljsr«^ed- throu^outth^.^otri^l .«|)itb.d[ium.i&Ci|udix^ 
migjating cells dm ing regeneration* 'lliey also reported tramieat uj^tegulatioii 24 hmm ate 
woundirjg ti"ie fomi of overlapping reiocatiom to the upper eell layers, hi the Absiract tlie 
authors cooclyded that transient "ut-^egtlMiQt^ 

regeneratsag epithelium may reflect the inVotvfetiient o ceii-Ceii coinsimkation in oerneal 
wound healing" (emphlsis lidded). 

By contn^t^J^Mjal. {Cunent Biology Vol- 13:1697-1703, 20Q3) relers to ilie feet tfiat 
coni^exiu 43 is natu^diy doMbSSgMMM i" the ceils of the leading edge of skin wounds (sec page 
1 702 ) , authors reported a series of experiments showing that a $in|ie topi cd a|>p;Iication of 
a eonnexiis 43 antiscnse gel m skin mcisioviai and excisiowai ojouse wound healing models 
bfoagfet about a transient dom-regiUation of feonne^ 43 protein kvels, resulting in an increase 
in the rate of wound closure. The basis for this is found at page 1 702^ where the au thors state 
that treMment with connexln 43 antisense appeiirs to 'Icick-start the early stages of epidertnal 
closure." it svas also reporledio reduce ihflarnmatioR in these models and to lead to a reductioti 
in tlie extent of grantilation tisisae dei^ositiori and the subsequent formatioft of a sanaliefj less 
disioned, scar, lathe ilnal sentence of the Abstract, the authors conciude Chat, "'I his approach is 
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likely to hav« Widespread tlierapeijtic appBeatiorss in other injiirec! tissiues and ©peBS up ikjw 
avenues of research 'mto impmvhigth&xvoimd healmg process." 

The basis Ibr the Examiaer's relectipn is swmmadzed at page 1 1 of the May 21 , 20 1 0 
Office conin^ojiicatioir, wher^ he state? feat the art teaches "that down regulation of connexm 
l>roti?ins in woimd pmiBCstes wound hailing." The Bxaminer notes in pariicdar astisense lo 
co;anexin 43, AUJiough acknowledging that none of the cited ait refers to the treatment of eye 
wourtds with connexiB 43 antisense, tlte Exantiner states that the art ha:s ! ] sho^^-n that 
coiisiexin 4.1 is correlated wifli eye wounding and fvalheiTOore has [2] shown that the action of 
cotjnexin 43 in eye wmtKl is sihlilar to t3ie action of connexin 43 ia other tissiies," Ap|jlicants 
traverse thiS: rejection. 

Qui era/., w'hich was at-anthofcd by Applicants Becker and Green, sup|>oits the idea that 
cormt'xin 43 down-regulation (in that case with anti sense j5olynncieotide) enhanc«d incisional 
and excisional woimd-hsaling, 'tranb ei al* on the other hatidf report the statns of eonne,xin 
43 aiKi 26 fbilowing a laser ahlalion w:ouiiid to the cornea of the eye» and states that, ''Dnriag 
regeneration feildwtng laser ahlalim both. Icoiinexihss] were ex|K^sedihrcmgh0^^^ 
including tlie Mi^a^ g celjg " and both were 'Mightly n^re^ated^ (page 301 ; erispimis 
added). TranB et aL conelude that these findings "suggest [the] inv'olvmneM [of C0nnexins 43 
and 26] in the teigalation of epitheliai wound healing." Tliis is discussed in further detail at pages 
300-301 of Traab ai., when? the authors state, tor cxanipb, that "we detected 43 and Cx26 
throughoiit the healix^g corneal epithelinK?" mid that **woa»ding caused- isp'tegnlation and 
rearrangenieiit of both [eonnexins] arotindtheoriginai womd edge including the Umbal areas." 
They tnrtlter a>nclade at page 300 tbat, "These and other results showing <l>'tiamic raodniatIon of 
gap j unction expression acconipanyiiig epithelial prohferaiion and dilierentiation may relkct the 
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regulator)' role of direct ogll^egn conmiTOication m tte ootfrdmated lebuiidiag of stMil!e4 
epithelia'"' (page 300, coL 1 ; e^nphasis added). 

Thus, given that Txmb et al refers to the x-equir©ment for eoimexia 43 SMlSSlMSS 
the corneal epithelium feUowing an eye wmmd, and a possible regolatory role fbr direct gap 
jimctional cell-eel! communkation m &e healing of eye wounds, it plamly teac&ss away frqtB 
tile lise of agent, ix^cluding ai^ti&ease, to down-regulate coirnexin 43 to enfeuice healing. As 
such, and in contrast 1i> tfee coneiusion in the May 21, 2010 OfSee communication that one 
would be motivated by the cited art '*to treat eye wounds with antisense coinpontKls targeting 
cosriexin 43," Applieairts pfeniit that the oppbsit^ is true. Additionally^ Applicants note tliat tiie 
Becker ei at paieEt applieatiori documents cited by tlite Esaminsir regaixiiag down-rcguiation of 
cormexins (inclnding conaexin 43) with antisense for wound healing was iirst filed on January 
:27, 2000 atvd clainis the benefit of pdority to NZ 333928 (filed Jajmary 27, 1999) mid NZ 
500 1 90 (filed October 7, 1999), Tratib et al. was co->authbred by Applicant Beeker and 
published b&s^d on a reyised inEmnsaipt submitted on April 1 1, 2001 - well over a year later - 
yet It makes no tnention of the use of any agent, indading eonnexin 43 antisense, to enhance the 
healing of an eye wound. 

Applicants respectfully request that the Exaininer reconsider and withdraw Ms reiection, 
aid feconsideratiosT and allowance of all presently pending elainis is respectfully requested. 



The CoBimissloiisr is hereby authorized fe charp tJie requisite fees, or any fees in 
eomeeitioii with this applicatidn dufing its eoiire pendency, or to oredit any overpayment, to 
Deposit: Accost Mo. 044679. 

R.espect&il v: submitted, 



Date: October 2L 2010 By; /Vlcki G. mxtm/ 

Vicki G, Norton 
Esg. N0. 40145 

DllANE MORilS LLP 
101 West Broadway, Suite 900 
San Diego, CA 9210I~82S5 
(0)(619) 744.2200 
(F) (619) 744.2201 



